Reply to: ''Pre-treatment prediction of response to pegylated-interferon plus ribavarin for chronic hepatitis C using RVR'' Decision model incorporating IL28B genotype and ISDR could identify patients with high probability of SVR among patients who failed to achieve RVR To the Editor:
We appreciate the interest of Dr. Wahed in our article recently published in the Journal of Hepatology [1] . We were impressed of their validation of our prediction model by substituting rapid virological response (RVR) for IL28B genotype (modified model) [2] . Wahed et al. showed that among patients with RVR, those with high platelet counts (P140 Â 10 9 /L), and low HCV RNA (<600,000 IU/ml)) had 90% chance of sustained virological response (SVR). Their results confirmed our finding that platelet count and pretreatment HCV RNA level are predictors of SVR, independently of early virological dynamics and showed that combination of these factors improved the prediction accuracy. However, according to their data, a modified model could not identify patients who have high chance of SVR among those who failed to achieve RVR.
In a study by Thompson et al. [3] , RVR was correlated with the IL28B genotype and was a strong predictor of SVR regardless of IL28B genotype. On the other hand, the major IL28B genotype (CC at rs12979860) was associated with a higher rate of SVR (among Caucasians, 66% (IL28B major genotype) vs. 31% (IL28B minor hetero-genotype) and 24% (IL28B minor genotype)) among patients who failed to achieve RVR. There were similar findings in our cohort, where patients with RVR had a high rate of SVR independent of IL28B genotype (97% for IL28B major type vs. 100% for IL28B minor type) but among non-RVR patients, the IL28B major genotype was associated with significantly higher rate of SVR (45% for IL28B major genotype vs. 12% for IL28B minor genotype). Collectively, IL28B genotype has a significant predictive power even after virological response at week 4 of therapy was determined. This means that RVR is associated with IL28B genotype but RVR could not entirely replace IL28B genotype for the accurate prediction of SVR. In order to assess if our model still has the power to predict SVR after virological response at week 4 of therapy was determined, we modified our predictive model by adding RVR as a first splitting variable and applied the data of our cohort. As a result, among patients who failed to achieve RVR in our cohort, patients with IL28B major genotype who had (1) high platelet counts (P140 Â 10 9 /L), and low HCV RNA (<600,000 IU/ml) had 87% chance of SVR, (2) high platelet counts (P140 Â 10 9 /L), and high HCV RNA (P600,000 IU/ml) had 60% chance of SVR, and (3) low platelet counts (<140 Â 10 9 /L), and more than 2 mutations in interferon sensitivity determining region (ISDR) [4] had 69% chance of SVR ( Fig. 1 ). Patients who fall into these three groups constitute 39% of non-RVR patients. Thus, our predictive model could determine patients with high probability of SVR even after virological response at week 4 of therapy was determined.
We fully agree with Dr. Wahed that it is important to identify the patients who would be cured with current standard of care to reduce the implementation costs of new drugs such as protease inhibitors and that RVR is the most reliable predictor of SVR. In addition, we believe that determination of IL28B and ISDR could further improve the prediction accuracy and that predictive model incorporating RVR, IL28B genotype and ISDR could be used not only for negative prediction but also for positive prediction. 
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NKT cells in liver fibrosis: Controversies or complexities
To the Editor:
We read with great interest a recent article in the Journal of Hepatology by Ishikawa et al. investigating the role of CD1d-restricted natural killer T (NKT) cells in thioacetamide (TAA)-induced liver fibrosis, by using CD1d knockout (KO) mice that are associated with NKT cell deficiency [1] . First, the authors observed that CD1d KO mice were resistant to TAA-induced liver inflammation, damage, and hepatocyte apoptosis. Second, the authors observed CD1d KO mice were resistant to TAA-induced liver fibrosis, indicating that NKT cells play an important role in promoting liver fibrogenesis in mice after chronic TAA treatment. The pro-fibrotic effects of NKT cells were also recently suggested by the data from a murine model of HBV transgenic mice [2] , primary biliary cirrhosis [3] , nonalcoholic steatohepatitis (NASH), and patients with NASH [4] .
Recently, we identified the double sword face of invariant NKT (iNKT, type I NKT) cells in liver fibrogenesis in a model of CCl4-induced liver injury [5] . On the one hand, iNKT-deficient mice had increased liver injury and fibrosis, especially in the early stage of CCl 4 -induced liver injury, suggesting that natural activation of iNKT cells by endogenous lipid antigens plays a protective role in preventing CCl 4 -induced liver injury and fibrosis. On the other hand, strong activation of iNKT cells by a-galactosylceramide (a-GalCer) accelerated CCl 4 -induced hepatocellular injury and subsequently enhanced fibrosis. Our findings clearly suggest a complex role of iNKT cells in liver fibrosis: inhibiting liver fibrosis via the suppression of HSC activation or indirectly promoting liver fibrosis via enhancing liver injury. We believe that the final effect of iNKT cells on liver fibrosis is determined by the balance between the inhibitory and stimulatory effects as we discussed above, but may also dependent on the real context of developing stage human liver diseases or animal models used. In addition to iNKT (type I NKT) cells, other subtypes of NKT cells including type II and possible type III NKT cells also exist [6] . These different subtypes of NKT cells exert many similar functions but may also exert some opposing functions, which further complicates the role of NKT cells in liver fibrogenesis [6, 7] .
In the study by Ishikawa et al. [1] , it appears that CD1d restricted NKT cells play an important role in inducing liver injury, which may contribute to the pro-fibrotic effects of NKT cells observed in the TAA-induced liver injury model. In the Supplementary material, Ishikawa et al. [1] , reported that CD1d KO mice were also resistant to CCl 4 -induced acute liver injury; however, we found that CD1d KO mice had similar liver injury and fibrosis after chronic treatment with CCl 4 ( 
Reply to: ''NKT cells in liver fibrosis: Controversies or complexities''
To the Editor: Emerging attention has been paid to the role of natural killer T (NKT) cells in a variety of liver diseases including nonalcoholic steatohepatitis (NASH) [1] . The role of NKT cells in hepatic fibrogenesis, however, has been controversial [2] [3] [4] . In our latest manuscript entitled ''CD1d-restricted natural killer T cells contribute
